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■Box. Viil Gertain oi^aery^tbns on ihp interactional application 
FUHTHER ACTipN 

If a demand for mtematbnal preiimmary examination fs madevthfe opinion will ysual-^ be:.cons]dered to: be a. 
written opih ton :df--tfie-^ Pfellmmary Examining Authority ("IPEA'^J. However, this does not-apply v^her 

th0 ajaplfetot ohop^ Authority other than this one io be the iPEA and the chosen iPEA has notifed the 
Intematbrjisii BurSau under Buie 66 1 ib/s{;b) that written optnbns of thfe W^ SearoHIng j^uthqirlty 

vvi tl r*ot be so opn^idered . 



^ m^^im^ Gonsidemd to bi^; a: written opinfen of^the j FEA.t^e: apptt^ 

submit to the IPE A a wtitt^n reptiir togefth^r, w apf^rdprmte, wife Bmen^nient^ 0 
mt^fiths lfb(ii thb dat^ of making of f^irm P01^^ e>{pirat ion of £2 montli^ f i^m 

whiiib^ver expires later. 



Is. invited to. 

Ion of three 
th^ priority date. 



3. 



For f uith^^r options, ,$ee^ Form PGTvl 



i Mam^ an^: m^Ming^ adc^f ess pf the..JS 




European Patent Qffice ■ Qrtschtner btr. 1 

Tel: ^9 30 25S01 - O 
Fax: H^49.30. 2^5901 ..-W: 



Rufet J 

T^jepi:tone Nov 4-49 30 25901 ^332 




■t""3r ' 

\f J 



Form (PGT^ISA^T) iCgy^r preet) (Janua?^^ 
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intern atlorrai application Ho^ 
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Box No. j Basis of the gpi nlQH — 

1. With regard to tlie language, this d has been ^^atablM-sed ille^fo^^ 
the language in whj^ it \vaa fifed, unless Otriarwise indicated under Ms item. 

□ This opintott has bem estabtishaci on the basi a of a t rans lat ion from the origin al languiage mto the f olio wing 
fenguaga , wtifeh ji^ the tengua^e #^^a tJie |XJrpo^ of international search 

iijtndm Rutas 12,3 and 23 . 1 (b))^^ 

2, With reqard to any nucleotWe a ndA>r amino ae^id sequent disGiosed in the mtferhational ajRpliCM^ 
necessary to the ctaif^iad invi^ntion, this opiri ion Ms been estabyshed on the of : 

a: type of r??iateri^^ 



□ a s^quanee listing 

□ tabfefs) related to the set^uence Nstmg 
b, format of material: 



Q m written foffnat 
O iiri computer' f e^di^it^^ f drnh 
p> time of lilingjfurnishlng: 



□ oontaiiied in the intematio appiicatioii as fiJed. 

□ filed topthor with the into rnatipnat applfcapn in portipurer re^dabla fdrrn. 

□ fumtshed subseqiientiy to ths^ Authority for the purposes of searqh. 



3. □ l r> addition, in the oa^e ihat more than one version or copy of a s^quanea Hsting andibr table reiating thereto 

has been filed or furnis hed, the requ ired statements that the irTforni:ation in the subsequent or additional 
oopies IS idantioal to that in th^ appiie^ion as f not go bwohd th^ applipation as f iiod, as 

appropriate, vya re furnished, 

4. ^^iidclit^^ 
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Box No. lil Non-e^^blishm0rfct of o^^ regard tQ novetty, ifivpiitiye ;^tep and Indust^ 
appitcat3iillty ^ 

The questions vvhethfer ^t^^ claime^d iftvterition appears to bie^ riovelvto in^/olS^ej^^a invantivB stap (to be n do 
£jSfvioy&) , or to i>e industf tafiy applieable have not been examined in respect of : 

p ciaips Hos. 31 with rpispeci to S^dtistri^i apj^tfpiabi lity 

beeause: 

□ tiie said iotefnational appiicatton, or the said clajrns Nos, relate to the foHovving ^ubpGl mailer which 
does not r ©iCiM i?^ # m|0f natfonal preiiminary e>;angjnatic) ii (Bf>m^W^ 

□ the description, claihis or :drstwiog§ (ih^eatB pBrticutBrB^^^^ below} or sa^d <5iafrriis Nos, are m 
ti nclaar thM no meahiogf y I opinib n could be formed (specify): 

Q the claims, or said ^airrj:^ Nos. loadaquatai^ des?;rptiO0 that no meaningful opinion 

equld be f q r^^ed . 

S no mternaltonal search report has been established for the phoie applieation or f^^ Uos. 31 with 

raspeot to industrial applidabi^^^^^ 

d the nuofeotida and/br amiw apid sequence listing does not (X>mply wi^^^ provided for m Annex 

C of the Admia^^ Instruotldns In that; 

the written form O has not been furnished 

□ doos not cx>?^>ply with the standard 

the oonipyiter readpfele forrn □ has not ibeen fyrntehed 

D doe$ not eomply with the standard 

O the tabled related to the n uoleotide andtor ammo aeid sequence liMing, if in compute r readable form on li^ > dp 
not com ply mm th^ lecshri ioa t j^ u jFemi^ntsf provided fo r i n Ahrtejc of t hes Adm i nistratiy e I hptniO^ 

□ See separate ^ti^et tor further (Retails 
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Box No, JV Lac 


l< of u nlty of in ve ntfon 




1. P In response 1 


b the mvilatiQii (Form PCT/!SA.2D6y to pay acJdit^^ 






has: 



M paid additjonallees . 

D paid addittbnal fees y nd^r 

O not paid addiiionaj f^as. 



2. □ This ALrtFiorlty Idund (hat ttte raquiremeht of unity of iriventibh is not Gomplied with ^nd cttoae not to inyitef 
the applicantto pay ad^ 

3: This Authority tx)n;side inyantion in apcdrdanoe with Rule 13.1 ^1 3.2 and 13.3 

SI np! cpmpiif^ with reasons: 
$ieie separate ^heet 
4. Con&equeritly, this report has b^eri ei^a 



□ the parts relating to eiaim^ Nds. 



Box No* V Reasoned statenneM ui^der Ru le 43Ms, 
fndustrlai applfeabliity; citatioris 
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to novelty, iiwentiye 
statement 



or 



1, Statement 



inventive ^tep (iS) 



Yes: CiaiiTiS 



Claims 



No: Glates 



Yes: Gialms 



5"S;12"141B1B-31 



1-4 
5-31 



1 



2, (jii^t jp nfe and: exi) Ian atioiis: 
sea saparaJe siieet 
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PGT/1 82005/000512 



1 , A non^uniiy objection has tee©n raiseci during the feesircti i^tage. The Applicant has paid 
#)(tra searah feres, so that the opinion will be given for the sybject-malteF of the 3 
inventions. 

2. Oiaim 31 relates to subject-niatter considered by^^^^ iDe covereci by tfie 
provisions of Rule 67. 1 {iv) PGT, eohsequeritlyi no opinion will be formulated with respect 
to the Industrial applfcabiiity of the sub|ect-matt©f of this oiaim (article 34(4)(a|(i) P©TJ, 

For the assessment of the presentiy worded claim 31 on the question whether they are 
industrially appliGabiev no uniied oriteria ejcist in the PGT. The p^teiltabiiity can also 
depehdent upon the tormulaton of the claims. The EPQ, for example, does not ^-eGognise 
as induslrlaliy applicable clatnis to the Mse of a compound in medical treatment, but will 
ailow, however, clainis to a Known eornpoyn^d for first use in medical treatment and the MS© 
of sueh compound for the manufacture of a medicament for a new medical treatment. 

Re Item W. 

1 . The ISA found muljjple inventions (three) in this appliq^ion* as follow; 

Inyentfoh 1 (clairns; 1-4): Alternative process for the preparation of ziprasidone base, 

invehtion 2 {claims: 5-21 ): Alternative process for the pfeparation of subs|antiai!y pure 
zipf^idone t)asei 

Invention 3 (Ciaims 2S--3i ): Alternative process for the preparatioh of sybltahtiatly pyi^e 
ziprasidone hydrochloride, pharmaeeytieal composition and uses thereof, 

2. The International Examination Authority (lEA) fully supports the non-unity obiection of 
the ISA. The 3inyentio ns are not so linked as to form a single general inventive concept 
(Rule 13/1 PCT| for the following reasons: 

The present appliGafibn contains 3 different probiems solved by different technical means 



Fotra PCT/ISA237 (Separate Sheiej) {Sheet 1;) pPOJanuary 2q04]( 
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which do not share any sommon techniGai feature since the ziprasidone cpmpo is 
already knowrs from the cited docuraents US-A-4831Q31 ($fee column t3, 1. 13-17 ) andi 
pS'A-6i 50366 (see claim 1 

The first proptoseci prqtiieiTi (first inyehtion) is the prpyisiioh of an aJtternative proGess for the 
preparatfQn of ziprasidone base of forrnula (I), The solution of this problem has as special 
technicai feature, the coupling reaction oftHe?^ It and 111 teordiBi to plaiin 1 in 

wat^f ln the at5Sence 0 a base; 

ThfS second propose prot»|em is the provision of an alternative process for the preparstipn 
of sutjstantiaijy pure ziprasidpne base. The solutiGn of this probiem has as special 
technieai feature, the measures of claim 5 namely the ofeterition^ o a suspension Of 
zipraslddne in one or more ststvents., heatlnig the suspension and reeovering the product. 

The third proposed problem is the provision of an alternatiye process fp J" the pfeR^f^tion of 
substantfaity pure 2;ipras(done hydroehloride as well as pharmaGeutical composition and 
uses thereof. 

The solution of thjs probiem has as special teehnica! featufe,: the measures of ciafrn 22, 
n^rnety the pbtention of a suspension of ziprasidones conlacting the suspension with 
hydrpgen chloride to form a solid and isolation of the product. 

Hone of the abovementioned 3 proGesses have the same or an ecjulvalent speeial 
technical feature ar^d due tp the fact that no other technical leatums can be regai-ded as 
specia! technical features in the sense of rui© 13.2 PGT, the ISA is of the opinion that tlier^ 
is no singie iriventive eohcept underlying the 3 inventions claimed in the present 
application in the sense of rule 13.1 PCT, 

Re tteirn V. 

A; Ijnyentioji 1 {SMbject-fnatter of claims i-4) 



Dt : US 4 831 031 A 111 ET AL) 16 May 1 989 (1989-05-16) 



FoiTO PGT/!SA/237 (Separate Sieel) (Siieet 3j {£PO-dao(iar>'20C4): 



WRITTEN OPIN IGN OF THE 
INTERNATIONAL SEARDMING 
AUTBQRrrY (SE 




I nterhatiohal applisatton No; 



PGT/IB2005/000512 



US 5 338 846 A (BOSCH ET Al.) 16 August 1994 i1994.q8-1 
EP 0 584 903 A fNG) 2 March 1 994 (1 994-03-02 

yS e 150 366 A (ARENS0N ET AL) 21 fSlDverriber 2900 (2000-1 1 -21) 



2. Novelty 



DQqyments D1-D3 are cGnsidered to reppesent equalfy the^^^ art, bacause these 

documents also disclose the prejs zipMsidone base by a edupling reaction of a 

GGmpound of termula wth a 1-(1 ,2rbenzisothia2olr^3^yl)pip of formula (11!) 

according to pre^ claim 1. However there is np indication in Dl^DS, ttiat tha coypling 
reaotjon Goyld aiso be oarBOd out in water In absenoe of a base. 
Document D4 refers |o cpmpositions oomprising orystalJine ziprasidone free base. A 
prDcess for the preparatiqo of ziprBSidorte t^^ is ridt discld^ed in D4; ^ 
The syfojeet-matter of claims 1-4 is th^risfore no^ai lArticle |J3(2) 

3. Inventtive ate^ 

Starting from the tea^ Gfosesf prior art D1-D3 and according iothe present 

deacnption (s6e espe^^^^ p. 2, L 23 to p; 3, 1 4), the problem to be solved by the present 
inventjon may be regarded as the provision of an iTOproved proQess for the preparation of 
ziprasidone b ase {higher pu r%) . 

In view of the examples 1-S It is credible tHat the prpbieni as defined abox^e has actually 
been solved by the lechnlcal measures of the clai med proces 

For a skilled person vrn vievtf of the teaching; of the p^^ art docyments D1 --D3 it was BOt 
foreseeable that the coupling reaOtion of campoynd (II) and cornpouod (ill, free amine) 
in water af^d in absenoa of a base would give zipraMdone base in higher purity » 
Glairns 1-4 meet ihemf ore the criteria of Art. 33 (3) PCT. 



B: Inventiori 2 {syi3|ec^raat^^ 5-21) 

1 . Relerenee is; made to the fotjowfng docurneritst 

D5: WO 03/070246 A (PFIZER PRODUCTS I NG) 2 
D6: US-A-6 1 10 918 (BUSGH ET AL) 29 August 2000 



Form :PQT7{S/V237 (Separat^; Sheet): (^il#et 3): ^EPQ- J mwmy, 2X204) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARGHIN<3 
AUTHORITY (SEPARATE SHEET) 



IntiBinnatksnal ajapiieatton No. 
PGT/IB2005/000S1 2 



07; BP>A-a:965 343 (PFIZER PRODUGTS IMG) 22 December 1999 
D8: WO 2004/089948 A (HETERQ DRUGS Liy iTiO^ 21 October 2004 
D9: WO 2004/050655 A (DR. REDD¥'S LABORATORIES LTD) it Mm 2004 
DI O; WO 2QQ@/01632& A (TE¥A PRAR|^. IND. LTD) 24 February 2005 



Itis pointed out lliat floeuments DS-D10 ci 
the present examination. It is expected tiiat 
valid (see EPO, J,0< 1 1/2001 , S39- 



P category wiJ I not be Gonsidered in 
med pripfity of the presenf appfieation is 



rt 



2. Novelty 

The present applic^Mn not meet the Gnteria of 
subpct-mattar of claims 5, 5, 8, t2-14,1 BEI is in mm 
not new if^ the sense of Aftiefe 33(2) PCJT. 



Se 33(1) PCT, 
the technical 



ing 



of subslantially py re^^^ base 
asidone in one qr Hiore solvents, a heating 
removal of the solvent 



D5-D7 refer atea to a process for the preparati 
comprising the obtention of a suspension of zipi 
step and the repoyenng step of the produGt ;by 
the passages Gited in the ^sMfch respectiveiy). 

It is pointed out that the purity as sych is not a distinguishing product lea in other 
wo rds a kn o wo co mpo u ad is m ade avai Sable to the po blio at a! I leve I of pu r ity. 
Gonsequently the documents D5-D7 destroy the novelty of the subjeot-rnatter of elalms 20- 
21. JVIpreDver it l5 pointed out that pure zlprasidone b can be obtained by converitionat 
purfflcation rnethods> 



3, Inyentive step 



in view of 
Equally the 



teaching of the prior art doeurnents whioh are considered to repi^ent 

closest prior artrthe prpblem to be solved by the present invention may be 
the provision of ah allernatlve process for the^ of substantially pure 



merefy several straightf orv^ard 



ziprasi' 

The measu res of dependent clainis 7v 941 , I S and 16 are 

possibilities from whic^ the skilfed person yvoy Id seiect.^^^ With ciregmstanoes, 
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vyiti^Gut the eKereise Qf fnveFitlve skill, in orcler to solve the probiem posed. 

Gonsequently, th0 present application denes not meet th© olt^f la bf Aitiale 33(1 > PC^^ 
b^cacise the sub|eet-matter of elairns 7, 9-1 1 , 15 and 16 does not involve an inventive step 
in the sefjse of Articje 33(3) PGT. 



C: Irtveirition 3 {subjeet-^^^ elairns 22-31) 



1. Refemnee is rnade to the following 



ments 



Q5: WO O3/07'024&A 
D7 ; EP-A-0 965 343 
D8 : WQ 

m- WQ 



PRQDP0TS INO) 28 Atigust 2(503 
PRODUGTS INC) 22 Deeember 1 



D10: WO 
D1 1: EP-A-0 



A (HETEBO DBUeS LIMITEO) 21 Qotober 2 
S A (DR. REDDyS LABORATORIES LTD) 17 

24 Februail? 2£?05 



1 



6325 A (TEVA PHARM. 
SI (PFiZER !NG.| Q9 March 1994 



out that doeMniJents D8~D1 0 
examination. It is expected that 
, J.O. 11^2001, p. 539-542, 



it is pointed 
the present 
valid (see 

2, NQveity 



The present applioatiori does not meet 
sybjeet-matter of cialms 22-31 Is in view 
nevtf ih the sense of Artiele 33(2) PCT. 



e claimed pri 
13). 



cited with the P oategory vvill not be ednsidered in 

ority of the present applioation is 



criteria of Artiel e 33( 1 ) 
the teehrtical teaching 



P5, 07 and D1 1 refer atso to a process f or the preparation of suiastantiaily pure 
ziprasidone hydrochiofide Gpmprising the qbtention of a suspension of ziprasidone In b 
or more sGlventSj COntactifig said suspension with hydrogjen ohlofide to form a soli 
the recovering step of the prbduot (see espeGially the passages oiled in the seanch 
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ft Is poini^d out tl^at the py % a^ suGh is njDt a distm fe^rg. in other 

WPfds a known GOrnp^ynd is made availM)te to the public at alMevei of purity. 
DGnaequantlj^ the docyments p5, sihcl pi 1 destroy the nGveliy i^^ SMbj^ct-rTjgdjtq^r of 
claims 28-31 > Moreovef it is pointedl out th# pur^ ziprasidoh 
obtained conventional purification methods. 



